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L0800: 1,L0662: 1, 
L5574: 1.L0803: 1, 
L0776: 1.L0659: 1, 
L2655: 1, L2653: 1, 
S0374: 1.H0547: 1, 
H0672: 1.S0330: 1, 
H0521: 1,H0696: 1, 
L0439: 1, L0752: 1, 
L0594: 1 andH0543: 1. 




S0474: 5, S0422: 3, 
H0580:2, S0444: 1, 
H0494: 1 andH0543: 1. 






L0747: 4, L0766: 3, 
L0776: 3, L0665: 3, 
H0328:2, L0763:2, 
L0769: 2, L0772: 2, 
L0764: 2, L0666: 2 ? 
L0745: 2, L0750: 2, 
L0777: 2, L0759: 2, 
L0608:2, H0556: 1, 
S0116: 1,H0384: 1, 
S0360: 1 3 S0408: 1, 
H0637: 1,H0722: 1, 
H0735: 1,H0619: 1, 
H0492: 1,H0156: 1, 
H0421: 1,H0620: 1, 
S0051:1,H0083: 1, 


Val-354 to His-372, 
Pro-391 to Gly-396, 
Val-405 to Thr-412, 
Ile-425 to Asp-437. 


Thr-6toTrp-13. 


Ser-51 to Thr-57. 


Ser-51 to Thr-57. 


Gln-23 to Asp-28. 


Ser-7 to Pro-14, 
Arg-47 to Arg-52, 
His-117to Val-123, 
Glu-142 to Thr-149, 
Leu-162 to Ala-167, 
Gly-172 to Asn-177, 
Thr-226 to Ala-232. 
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Arg-29 to Pro-37, 
Gln-46 to Val-56. 
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Asp-40 to Glu-50, 
Ser-59 to Gly-69, 
Leu- 109 to Lys-117, 
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Ser-501 to Arg-512, 
Lys-530 to Lys-554. 


Ile-60 to Asn-69, 
Leu- 106 to Asp-112, 
Glu-130toGly-136, 
Phe-160toGlu-167, 
Pro-184 to Cys-190, 
Glu-197toSer-202, 
Arg-215toGlu-221, 
Thr-237 to Pro-242 
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H0618:2, H0038:2and 
H0616: 1. 




L0758: 4, L0770: 2, 
L0754: 2, L0779: 2, 
L3643: 1.H0327: 1, 
H0038: 1, L0769: 1, 
L0764: 1,L0794: 1, 
H0658: 1, L0748: 1, 
L0777: 1,L0780: 1, 
L0731: 1 andL0465: 1. 






Gln-71 to Lys-79. 


Leu-26 to Glu-52 5 
Gln-71 to Lys-79. 


Tyr-37 to Cys-49, 
Gly-51 toTyr-56, 
Lys-88 to Trp-93, 
Phe-125 to Lys-140, 
Lys-147toThr-153, 
Thr-175 to Asn-188, 
Ala-203 to Met-208. 


Tyr-37 to Cys-49, 
Gly-51 to Tyr-56, 
Lys-88 to Trp-93, 
Leu- 130 to Glu-136. 
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:1, H0509:l, H0641:l, S0002: 1 , L0640:l, L0662M, L0775M, L0655:l, L0659:l, 
1, H0701:l, H0689:l, H0672:l, H0539:l, S0406:l, L0439:l, L0749:l, L0786: 1 , 
1 and S0446:l. 


AR225:7, ARI61:5, AR162:5, AR269:5, AR163:5, AR055:5, AR060:5, AR264:4, AR309:4, AR181:4, AR165:4, AR214:4, 
AR228:4, AR263:4, AR180:4, AR176:4, AR164:4, AR266:4, AR233:4, AR275:4, AR268:4, AR166:4, AR270:4, AR257:4, 
AR172:4, AR236:4, AR267:4, AR274:4, AR229:4, AR237:4, AR217:4, AR182:4, AR2I5:4, AR26!:3, AR240:3, AR179 3 
AR300:3, AR2I6:3, AR177:3, AR272:3, AR31 1:3, AR195:3, AR231:3, AR239:3, AR294:3, AR173:3, AR293:3, AR183:3, 
AR287:3, AR252:3, AR277:3, AR223:3, AR196:3, AR288:3, ARI75:3, AR255:3, AR296:3, AR291 :3, AR285:3, AR286:3, 
AR061:3, AR289:3, AR235:3, AR178:3, AR185:3, AR308:3, AR218:3, AR262:3, AR234:3, AR19I:3, AR247:3, AR224:3, 
AR230:3, AR290:2, AR096:2, AR222:2, AR207:2, AR089:2, AR313:2, AR295:2, AR170:2, AR282:2, AR193:2, AR316:2, 
AR226:2, AR200:2, AR174:2, AR297:2, AR190:2, AR188:2, AR232:2, AR238:2, AR203:2, ARI7I:2, AR299:2, AR283:2, 
AR245:2, AR189:2, AR258:2, AR260:2, AR104:2, AR227:2, AR312:2, AR168:2, AR199:1, AR256:1, AR039:1, AR033:1, 
AR2 1 1 : 1 , AR1 69: 1 , AR2 1 0: 1 , AR2 1 9: 1 L0758:5, L0794:4, H06 1 8:2, H0038:2 and H06 16:1. 
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Table 1C summarizes additional polynucleotides encompassed by the invention (including cDNA 
clones related to the sequences (Clone ID:), contig sequences (contig identifier (Contig ID:) 
contig nucleotide sequence identifiers (SEQ ED NO:X)), and genomic sequences (SEQ ID NO:B). 
5 The first column provides a unique clone identifier, "Clone ID:' 5 , for a cDNA clone related to each 
contig sequence. The second column provides the sequence identifier, "SEQ ID NO:X", for each 
contig sequence. The third column provides a unique contig identifier, "Contig ID:" for each 
contig sequence. The fourth column, provides a BAC identifier "BAC ID NO:A" for the BAC 
clone referenced in the corresponding row of the table. The fifth column provides the nucleotide 

10 sequence identifier, "SEQ ID NO:B" for a fragment of the BAC clone identified in column four of 
the corresponding row of the table. The sixth column, "Exon From-To", provides the location 
(i.e., nucleotide position numbers) within the polynucleotide sequence of SEQ ID NO:B which 
delineate certain polynucleotides of the invention that are also exemplary members of 
polynucleotide sequences that encode polypeptides of the invention (e.g., polypeptides containing 

15 amino acid sequences encoded by the polynucleotide sequences delineated in column six, and 
fragments and variants thereof). 



Table 1C 



cDNA Clone 


SEQ ID 


CONTIG ID: 


BAC ID: A 


SEQ ID 


EXON 


ID 


NO:X 






NO:B 


From-To 


HAUAI83 


33 


639009 


AC0 10422 


1037 


1-326 
1552-2084 
2162-2261 
2300-2427 
4485-5868 
5948-6362 
7914-8017 
8569-8681 
8765-8875 
8968-9037 
9284-9499 
9742-9910 
10837-11187 
11271-11321 
11554-11707 
11783-12766 
12866-13225 
13256-13827 
14284-14367 
14890-15090 


HAUAI83 


33 


639009 


ACQ 18761 


1038 


1-326 
1176-1284 
1552-2084 
2162-2261 
2300-2426 



431 













4485-5868 
5948-6362 
8569-8681 
8765-8875 
8968-9037 
9284-9499 
9742-9910 
10317-10501 
10837-11187 
11271-11321 
11554-11707 
11783-12766 
12866-13225 
13256-13827 
14284-14367 
14890-15090 


HAUAI83 


33 


639009 


ACO 10422 


1039 


1-315 
2004-2289 
2650-2741 
3554-3830 


HAUAI83 


33 


639009 


ACO 10422 


1040 


1-202 
938-1047 
1219-1395 
1758-1956 
2907-3429 
3792-3935 
5366-5485 
6391-6688 
6899-7269 
7890-8316 
8400-8524 
8607-8682 
8824-8999 
9190-9302 
9691-9796 
10106-10177 
10571-11051 
11164-11490 
12565-12696 
13364-13501 
13964-14592 
14740-15540 
15610-15798 
15947-16642 
16717-16832 
16968-17408 
17521-17612 
18331-18579 
19120-19303 

1 f\") C O 1 Af 1 A 

19358-19514 
19599-19702 
20003-20245 


HAUAI83 


33 


639009 


ACO 18761 


1041 


1-202 
938-1047 
1219-1395 



432 













1758-1956 












2907-3429 












3792-3935 












5366-5485 












6391-6688 












6899-7269 












7591-7711 












7890-8316 












8400-8524 












8607-8682 












8749-9073 












9190-9302 












9691-9796 


HAUAI83 


33 


639009 


ACO 18761 


1042 


1-82 
128-293 
1178-1447 
1986-2278 
2457-2711 
3543-3844 


HBINS58 


37 


1352386 


AL096774 


1043 


1-1023 
2010-2239 
2581-2962 
3153-3223 
3324-3493 
3973-4126 


HBINS58 


37 


1352386 


AL096774 


1044 


1-341 


HBINS58 


37 


1352386 


AL096774 


1045 


1-142 


HCE3G69 


43 


728432 


AC068946 


1046 


1-108 
1186-1324 
1746-1835 
2138-2284 
2448-2545 
2718-2861 
3091-5889 


HCE3G69 


43 


728432 


AC068946 


1047 


1-191 


HCE3G69 


43 


728432 


AC068946 


1048 


1-686 


HCEFB80 


45 


1143407 


AL022327 


1049 


1-2271 
3506-3658 
4643-4810 
9039-9164 
9382-9509 
10587-10720 
11135-11195 
11265-11716 
14644-15466 
17451-17526 
18012-18114 
20530-20632 
20957-21009 
23696-23785 
25338-25575 
25969-26166 


HCNDR47 


51 


1016919 


AL 122003 


1050 


1-236 
531-696 



433 













787-817 
863-4508 
5158-5744 
6949-7029 


HCNDR47 


51 


1016919 


AL1 22003 


1051 


1-888 
1304-2003 
2830-3284 
3719-4571 
4618-5268 
6131-6557 
8947-9033 
9058-9726 
14176-14480 
18456-18915 
18960-19871 
22365-22454 
23082-23248 
28058-28215 


nL-WUUj / 




lU4z.3zj 


ACU07459 


1052 


1-242 


HCWGU37 


59 


1042325 


AC022435 


1053 


1-218 
5587-5754 


HCWGU37 


59 


1042325 


AC022051 


1054 


1-294 


nLWuUj / 


CO 


1 042325 


AC023672 


1055 


1-196 


HLWuUj / 


CO 


1 A A '"I O O C" 

1042325 


AC01 1 101 


1056 


1-100 


rlL WuUi / 




1 A/1 '1 "5 '"> C 

1042325 


AC034243 


1057 


1-312 
2334-2364 


rlV^ WuUj/ 


CO 


1U4z3zj 


ACU 10454 


1 A C O 

1058 


1-218 
5588-5755 


nv^ wvjuj / 


3y 


1 fk/1717C 
1 U4ZJZD 


a r^rti/z i a a 
ACUzol44 


1 ACM 


1-183 


HCWGU37 


59 


1042325 


AC009691 


1060 


1-292 


HCWGU37 


59 


1042325 


AL3 54696 


1061 


1-181 


HCWGU37 


59 


1042325 


AC073219 


1062 


1-123 


HCWGU37 


59 


1042325 


AC027414 


1063 


1-270 


HCWGU37 


59 


1042325 


ACO 10454 


1064 


1-303 


HDPGT01 


71 


771583 


AC020978 


1065 


1-180 
2776-2899 
3916-4077 
4296-4335 
4436-4632 
4895-5181 
8153-8246 
9547-9666 
9907-10007 
10370-10618 
10788-11046 
11926-13423 
13465-13494 
13764-15689 


HDPGT01 


71 


771 ^R"? 

Ill JO J 




1UOO 


1 lO/l 

1-Js4 


HDPSB18 


79 


1043263 


AL355512 


1067 


1-2572 
3049-3871 


HDPSB18 


79 


1043263 


AC006176 


1068 


1-2571 
3048-3872 


HDPSB18 


79 


1043263 


AL355512 


1069 


1-280 



434 



HDPWN93 


85 


992925 


AC004590 


1070 


1-276 












489-591 












866-988 












1 106-1281 












1323-1444 












1632-1799 












1866-2016 












2 1 09-23 1 3 












2634-3205 












3360-3472 












3528-3744 












3820-5006 












6580-6919 












7076-7276 












8057-8153 












8318-8680 


HDPWN93 


85 


992925 


AC021491 


1071 


1-275 












488-590 












865-987 












1 105-1280 












1322-1443 












1631-1798 












1865-2015 












2108-2312 












2633-3204 












3359-3471 












3527-3743 












3819-5005 












6579-6918 












1015-1215 












8054-8150 












8315-8677 


HDPWN93 


85 


992925 


AC004590 


1072 


1-303 












727-1252 












5721-5846 


HDPWN93 


85 


992925 


AC021491 


1073 


1-303 












727-1253 












5723-5848 


HDPXY01 


86 


879048 


AL3 54000 


1074 


1-1319 












4848-4975 












5229-5600 












6561-6654 


HDPXYG1 


86 


879048 


AL035362 


1075 


1-1316 












4844-4971 












5225-5596 












6557-6650 


HDPXYOl 


86 


879048 


AL354000 


1076 


1-460 


HDPXYOl 


86 


879048 


AL354000 


1077 


1-400 


HDPXYOl 


86 


879048 


AL035362 


1078 


1-400 


HDPXYOl 


86 


879048 


AL035362 


1079 


1-460 


HFVGE32 


118 


854545 


AL 160269 


1080 


1-1122 


HFVGE32 


118 


854545 


AL138754 


1081 


1-1120 


HHGCG53 


133 


340818 


AC024037 


1082 


1-518 


HHGCM76 


134 


662329 


AC003665 


1083 


1-70 



435 













304-609 












C\f\f\ 1 r\r\c\ 

900- 1 090 












1240-1835 












2272-2490 












2581-3598 


HHCjCM76 


134 


662329 


AC003665 


1084 


1-580 












851-995 












1224-1296 












1314-1663 












1930-1975 












2724-2905 












2968-3098 












3283-3328 












cni r t>a 

5121-5230 












co 0 1 c/:on 


l-TTApnin, 


1 zll 
i 4j 


QQCCfiC 


A rfil 1 7 


1 AQC 
1 UoD 


1- / /o 


i-TTArr^in 


1 Al 
1 4j 


QQC C/\C 




1 AQ/C 

1 Uoo 


1 QOQ 

l-o /o 


nj /alvj j u 


1 41 


QQCCfiC 

07JJUD 


Arnn7c i q 


1 HQ7 
1 Uo / 


1 1 CA 
1-O0 




i an 

1 OU 


1 fi8711C 

I Uo I DJJ 




1 AQQ 
1 Uoo 


1 1 OOO 

1-1299 


T-TT TTP04 

n L< 1 1174 


1 80 

1 OU 


1 052711^ 


a r^nn74i i 

ALUU /4j 1 


l AQQ 
1U07 


1 11 A 

1 -330 


T-FA/f^FiT 17 


1 QQ 
i yy 


Q71QQ£ 

7 / J770 


a mi 7aq£ 


1 AQA 

1 UVU 


1 1 IO Q 

l-jJzo 


riivi 017.LO / 


1 QQ 

i 77 


Q71QQ£ 

7 / J77U 


a rrn qq i i 

ALU 1 oo 1 1 


1 AO 1 
1 U7 1 


1 1 AC 1 

1-JOD 1 


uucni 17 


1 QQ 

1 7 7 


Q71QQA 

7 /J770 


Arm siaqa 

ALU I 5474 


1 A07 
1 Utz 


1 1 AOO 

1-3029 


HM^PiT 17 


1 QQ 

177 


Q71QQA 

7 /J770 


a rn 1 7 aqa 

ALUlZUoO 


1 AQ1 


1 OOyl 
1-ZZ4 


111 VI oLvJ_/J / 


1 QQ 

1 77 


Q71QQA 

7 / J7 7D 


Ami 7AQA 
ALUlZUoO 


1 U74 


l-4oo 


TTA/iepvi ^7 
rTlvioJL/l^J / 


1 QQ 

177 


Q71QQA 

7 / J770 


a rn 1 qq i i 
ALU1 ool 1 


1 AOC 
lU^J 


1 OOO 

1-222 


111 VI o L/JUJ / 


1 QQ 

1 77 


Q71QQA 

7 /J770 


a rn i qq 1 1 


1U70 


l-4oo 


TJivyfC nT 17 


1 QQ 

I 77 


Q71QQ£ 

7 /J770 


a rn i Q/i o/i 
ALU 1 5474 


1 AOO 

iuy / 


1 OO A 

1-ZZ4 


TT\yIC HI 17 


1 QQ 

1 77 


Q71QQ£ 
7 /J77U 


A rft 1 Q/1 O/l 

ALU 1 o4V4 


1 AOQ 


1 IOC/1 

1-1854 


T_TKj/^r>r ,, A7 
rliN UDLU / 


7 1 7 
Z 1 / 


1UJ /o3 1 


A T AO OHO. 

AiAJzzjjy 


1 AOO 


1 1 coi 

1-1583 


U\]fAT 1 7 

11 In Owl 1 Z 


77C 
ZZ J 


1 A/1 1 17C 
1U4 U O 


A r AA1/COC 

ALUUJO / D 


1 1 AA 

1 1UU 


1 0 1 0 0 
1-zlzo 


rliNOm 1Z 


77C 
ZZO 


1 A/1 1 ioc 
1U4 13 /;> 


a pnn mo 
ALUUlzzo 


1 1 A 1 

1101 


1 01 in 

1-2129 


vrsjnrwi 7 

rliNVjwl I Z 


77C 
ZZ J 


1U413 / j 


A /^A 1 ^7A 1 

AL013 /91 


1 1 AO 

1 102 


1-2132 


iTJNrir Jvl 14 


71 a 
ZJU 


CAT 

004DU / 


ALUzU55z 


1 1 AO 

1 103 


I -290 


rliN rlr lvl 1 4 


7in 

ZJU 


C AO 


A r AO AC CO 

ALUzUj jz 


1 1 A/1 

1 104 


1 A/T 

1-96 




org 
ZDo 


1 A /I T5 AO 

1042309 


AL00235 1 


1 105 


1-82 












959-2236 


hLrlLB53 


"> c o 

258 


1042309 


AC020997 


1 106 


1-1329 


hLPlLB53 


258 


1042309 


AC002351 


1 107 


1-115 


HP1CB53 


258 


1 A>f<0 An 

1042309 


AC020997 


1108 


1-201 












1064-1 126 












1665-2153 












OOAQ OCAO 

zJOo-J jOz 


nrjDK i z 


7^n 
zou 


1 A 1 1 /I A7 
1 U 1 140 / 


A AOO All 
ALUZZU^^ 


1 1 AO 

1 iuy 


1 O/C/IO 

1 -2649 


nrJDlV 1 Z 


7^n 
zou 


1 Al 1 

1U1 14o / 


a rn 1 1 c/i i 
ALU13!)4 1 


1 1 1 A 
1110 


1-2649 


LTD TDy 1 O 

hLrJBKlz 


o/:a 
260 


1 A 1 1 A £.1 

101 1467 


AC022033 


1111 

mi 


1-190 


Tin TD V 1 O 

rirJBlvl2 


OiCA 

260 


1 A 1 1 A £1 

101 1467 


AC013541 


1 1 12 


1-190 


irnn a t to 

HrKAL/o 


263 


1 "> d 1 A^S 

1352342 


AC007783 


1 113 


1-2334 












2508-3084 












3578-3890 












4198-4294 












4376-4623 












4712-5349 | 
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5369-6088 












6527-7107 












7298-7392 












7730-7846 












9147-9476 












10487-10575 












10791-11298 












1 1485-1 1601 












11783-13009 












13207-13501 












13540-13772 












14439-14800 












14923-14983 












15133-15355 












15485-15653 












16750-16805 












16894-17078 












17162-17219 












18003-18089 












21085-21146 












21358-21501 


HPRAL78 


263 


1352342 


AC007783 


1114 


1-308 


HPRAL78 


263 


1352342 


AC007783 


1115 


1-1024 


HRGBL78 


272 


910133 


AL359541 


1116 


1-254 
2777-3307 
3670-3823 
4113-4385 
4844-5381 
5995-7365 


HSAWD74 


278 


460527 


AC00495 1 


1117 


1-1651 
1740-2593 


HSAWD74 


278 


460527 


AC004951 


1118 


1-149 


HSAWD74 


278 


460527 


AC004951 


1119 


1-5057 
5082-8353 
8404-8996 


HTHBG43 


312 


919911 


AL 139257 


1120 


1-36 
130-201 
330-753 
1823-2214 
2331-2440 
2728-2834 
2920-3028 
3370-3514 
4153-5236 
5877-6744 
6813-7124 
8441-9280 
9527-9953 
10394-10536 
10945-11362 
11763-11843 
12653-12953 
13970-14183 
14223-14726 



437 













15929-16299 
16328-16751 
17791-18093 
18095-18712 
18754-24628 
24879-25426 


HTHBG43 


312 


919911 


AL139257 


1121 


1-286 


HTLIV19 


317 


1046341 


AC055750 


1122 


1-964 


HTLIV19 


317 


1046341 


AC027463 


1123 


1-964 


HTLIV19 


317 


1046341 


AC055750 


1124 


1-236 


HTLIV19 


317 


1046341 


AC027463 


1125 


1-236 


HTOIZ02 


321 


826312 


AC023146 


1126 


1-2101 
3106-3722 


HTOIZ02 


321 


826312 


AC023146 


1127 


1-278 


HTPCS72 


323 


854941 


AL008639 


1128 


1-106 
1457-1595 
1666-2484 
2910-3006 
3705-4147 
4768-5141 
5304-5536 
5746-5874 
7114-7241 
7468-7711 
7963-8746 
9438-12408 
12884-14976 


HTPCS72 


323 


854941 


AL008639 


1129 


1-720 


HTPffl83 


324 


919916 


AL158821 


1130 


1-1862 
1880-3126 



Table ID: The polynucleotides or polypeptides, or agonists or antagonists of the 
5 present invention can be used in assays to test for one or more biological activities. If these 
polynucleotides and polypeptides do exhibit activity in a particular assay, it is likely that these 
molecules may be involved in the diseases associated with the biological activity. Thus, the 
polynucleotides or polypeptides, or agonists or antagonists could be used to treat the associated 
disease. 

10 The present invention encompasses methods of detecting, preventing, diagnosing, 

prognosticating, treating, and/or ameliorating a disease or disorder. In preferred embodiments, the 
present invention encompasses a method of treating a cardiovascular disease or disorder 
comprising administering to a patient in which such detection, treatment, prevention, and/or 
amelioration is desired a protein, nucleic acid, or antibody of the invention (or fragment or variant 

15 thereof) in an amount effective to detect, prevent, diagnose, prognosticate, treat, and/or ameliorate 
the cardiovascular disease or disorder. 
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In another embodiment, the present invention also encompasses methods of detecting, 
preventing, diagnosing, prognosticating, treating, and/or ameliorating a cardiovascular disease or 
disorder; comprising administering to a patient combinations of the proteins, nucleic acids, or 
antibodies of the invention (or fragments or variants thereof), sharing similar indications as shown 
5 in the corresponding rows in Column 3 of Table ID. 

Table ID provides information related to biological activities for polynucleotides and 
polypeptides of the invention (including antibodies, agonists, and/or antagonists thereof). Table 
ID also provides information related to assays which may be used to test polynucleotides and 
polypeptides of the invention (including antibodies, agonists, and/or antagonists thereof) for the 

10 corresponding biological activities. The first and second columns of Table ID show the "Gene 
No." and "cDNA Clone ID No.", respectively, indicating certain nucleic acids and proteins (or 
antibodies against the same) of the invention (including polynucleotide, polypeptide, and 
antibody fragments or variants thereof) that may be used in detecting, diagnosing, preventing, 
treating, or ameliorating the disease(s) or disorder(s) indicated in column 6 and as indicated in 

15 the corresponding row in the "Disease Class" or "Preferred Indication" Columns of Table IE. 
The third column ("AA SEQ ED NO:Y") indicates the Sequence Listing SEQ ID Number for 
polypeptide sequences encoded by the corresponding cDNA clones (also as indicated in Tables 
1A, Table IB, and Table 2). The fourth column ("Biological Activity") indicates a biological 
activity corresponding to the indicated polypeptides (or polynucleotides encoding said 

20 polypeptides). The fifth column ("Exemplary Activity Assay") further describes the corresponding 
biological activity and also provides information pertaining to the various types of assays which 
may be performed to test, demonstrate, or quantify the corresponding biological activity. 

Table ID describes the use of, inter alia, FMAT technology for testing or 
demonstrating various biological activities. Fluorometric microvolume assay technology (FMAT) 

25 is a fluorescence-based system which provides a means to perform nonradioactive cell- and bead- 
based assays to detect activation of cell signal transduction pathways. This technology was 
designed specifically for ligand binding and immunological assays. Using this technology, 
fluorescent cells or beads at the bottom of the well are detected as localized areas of concentrated 
fluorescence using a data processing system. Unbound flurophore comprising the background 

30 signal is ignored, allowing for a wide variety of homogeneous assays. FMAT technology may be 
used for peptide ligand binding assays, immunofluorescence, apoptosis, cytotoxicity, and bead- 
based immunocapture assays. See, Miraglia S et. al., "Homogeneous cell and bead based assays 
for highthroughput screening using flourometric microvolume assay technology," Journal of 
Biomolecular Screening; 4:193-204 (1999). In particular, FMAT technology may be used to test, 

35 confirm, and/or identify the ability of polypeptides (including polypeptide fragments and variants) 
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to activate signal transduction pathways. For example, FMAT technology may be used to test, 
confirm, and/or identify the ability of polypeptides to upregulate production of immunomodulatory 
proteins (such as, for example, interleukins, GM-CSF, Rantes, and Tumor Necrosis factors, as well 
as other cellular regulators (e.g. insulin)). 

Table ID also describes the use of kinase assays for testing, demonstrating, or 
quantifying biological activity. In this regard, the phosphorylation and de-phosphorylation of 
specific amino acid residues (e.g. Tyrosine, Serine, Threonine) on cell-signal transduction proteins 
provides a fast, reversible means for activation and de-activation of cellular signal transduction 
pathways. Moreover, cell signal transduction via phosphorylation/de-phosphorylation is crucial to 
the regulation of a wide variety of cellular processes (e.g. proliferation, differentiation, migration, 
apoptosis, etc.). Accordingly, kinase assays provide a powerful tool useful for testing, confirming, 
and/or identifying polypeptides (including polypeptide fragments and variants) that mediate cell 
signal transduction events via protein phosphorylation. See e.g., Forrer, P., Tamaskovic R., and 
Jaussi, R. "Enzyme-Linked Immunosorbent Assay for Measurement of JNK, ERK, and p38 Kinase 
Activities" Biol. Chem. 379(8-9): 1101-1110 (1998). 
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